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(54) AMIDE DERIVATIVE, PHARMACEUTICAL PREPARATION CONTAINING THE SAME, AND INTERMEDIATE 
FOR SYNTHESIZING THE SAME ' ^ mA1 * 

(57)Abstract: Xs 
PROBLEM TO BE SOLVED: To obtain a new amide derivative having excellent antihistarrumc activity 
and an inhibitory activity against eosinophilic leukocyte infiltration, capable of highly inhibiting both 
immediate and delayed allergic reactions, thus esp. useful for treating atopic dermatitides. 
SOLUTION: This new amide derivative is expressed by formula I (X is H or a halogen; fm) is 1-9- fn) 
is 2-12), e.g. l-(3-{[4-(diphenylmethoxy)-l- ' W 
piperidmeacetyl]arruno}propyO The compound of formula I is 

obtained by heating a compound of formula II (X' is a halogen) and a compound of formula III in an 
orgamc solvent, optionally in the presence of a base. It is preferable that this new compound is used as a 
formulation for percutaneous adrninistration such as ointment, lotion or cream 
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Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1 . This ; document has been translated by computer.So the translation may not reflect the original precisely 

2. **** shows the word which can not be translated. * 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The amide derivative shown by the following formula I. 
[Formula 1] 

0— ( N- <Oy m-COM- (CH 2 ) n — 

— ' 1 N 






X expresses a hydrogen atom or a halogen atom among Formula I, m show s the integer of 1 to-9 an d n shows the 
integer 01 2 to 12. * ———————— 

[Claim 2] The physic tablet containing an amide derivative according to claim 1. 
[Claim 3] Synthetic intermediate field shown by the following formula n 
[Formula 2] 

X'— (CHj) B-CONH- (CHj)n — N — ^ 




fnZT* atom among Formula H, m shows the integer of 1 to 9 and n shows the integer of 2 to 12. 

[Claim 4] Synthetic intermediate field shown by following formula IT 
[Formula 3] 

H,C=CHC0NH- (CH,) n — N-^ 



Formula ITn shows the integer of 2 to 12 inside. 

[Claim 5] Synthetic intermediate field shown by the following formula m 
[Formula 4] 

H,N- (CHj)n — N - ^ 




(m) 

NH, 

n shows the integer of 2 to 12 among Formula m. 

[Claim 6] Synthetic intermediate field shown by the following formula IV 

[Formula 5] 

HjN- (CH,)n — (f— ^ 
' ,* 
II (IV) 

n shows the integer of 2 to 12 among Formula IV. 

[Claim 7] Synthetic intermediate field shown by the following formula V 

[Formula 6] 
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h ^ :/A ^ 4 - i Pdljpo.goj 

R R*N-(CH J )n — N — ^ 

X (v) 

~N NHBh 




The alkanoyl machine with which R may have branched chain by carbon numbers 1-8 among Formula V when R 
is hydrogen By the halo alkanoyl machine and carbon numbers 1-12 which may have branched chain by carbon 
numbers 1-8, a benzene ring top halogen, The phenyl alkanoyl machine which may have nitroglycerine or a 
methoxy substituent, The phenoxy alkanoyl machine which may have a benzene ring top halogen nitroglycerine 
or a methoxy substrtuent by carbon numbers 1-12, The alkoxy carbonyl group which may have branched chain by 
carbon numbers 1 -8, the haloalkoxy carbonyl group which may have branched chain by carbon numbers 1-8 Or 
the phenylaUcoxy carbonyl group which may have a benzene ring top halogen, nitroglycerine, or a methoxy ' 
substituent by carbon numbers 1-12 is shown. Moreover, R and R' is set to one and forms the aromatic annular 
imide which may have a halogen, nitroglycerine, or a methoxy substituent. n shows the integer of 2 to 12 
[Claim 8] Synthetic intermediate field shown by the following formula VI 
[Formula 7] " o 

R R'N-(CHj)n— N-^ 




(VI) 

CI 



The alkanoyl machine with which R' may have branched chain by carbon numbers 1-8 among Formula VI when R 

n ™£r??k Y k ha, ° alkm ° y [ T Chine «* Carb ° n numbers M2 which ™y have branched chain by calon 
numbers 1-8, a benzene ring top halogen, The phenyl alkanoyl machine which may have nitroglycerine or a 
methoxy substituent, The phenoxy alkanoyl machine which may have a benzene ring top halofen, nitroglycerine 

carbon numbers 1-8, the haloalkoxy carbonyl group which may have branched chain by carbon numbers 1-8 Or 
^,L P t r y ^° Xy ^ arb0nyl u gr0 T WlUCh may h3Ve 3 benzene rin § to P halo S en > nitroglycerine, or a methoxy 

mide S H° n n T b r S l ' U 18 Sh0Wn - M ° re0Ver ' R and R ' is Set to 0ne Md " orms th e aromatic annular 
m de which may have a halogen, mtroglycerine, or a methoxy substituent. n shows the integer of 2 to 12 
[Claim 9] Synthetic intermediate field shown by the following formula VH. 



[Formula 8] 

R R'N-CCjyn — NH 

w ci 



The alkanoyl machine with which R may have branched chain by carbon numbers 1-8 among Formula VH when 

nul^lT ' K y hal ° alka T maChinC ^ Carb ° n nUmberS M2 which have Ranched chain by carbon 
numbers 1-8, a benzene ring top halogen, The phenyl alkanoyl machine which may have nitroglycerine or a 
methoxy substituent, The phenoxy alkanoyl machine which may have a benzene ring top Zof^Zoll^ne 

SLtTSSi^^iSS^ numb— 1-12. Tl» f U^c-rtx,«^ g^oup wWcA J^lun^l-^SKd 
carbon numbers 1-8, the haloalkoxy carbonyl group which may have branched chain by carbon numbers 1-8 Or 
nh ? t> 7 ^y^y^P which may have a benzene ring top halogen, nitroglycerine, or ZeZxy 
substituent by carbon numbers 1-12 is shown. Moreover, R and R is set to one and forms the Lmatic Zular 

ral"! m VX i" 6 3 hal0 f n ' or a meth -y -bstituent. n shows the integer of 2^,^ 

[Claim 10] Synthetic intermediate field shown by the following formula Vm 
[Formula 9] 

R R' N-(CHj)n — NH 




.N 

i (vn) 



The alkanoyl machine with which R may have branched chain by carbon numbers 1-8 among Formula Vm when 

nlbl^T' K y hal ° " maChine and Carb ° n numbere M2 which -y have bfclZ 
numbers 1-8, a benzene nng top halogen, The phenyl alkanoyl machine which may have nitrodvceriror a 
methoxy substituent, The phenoxy alkanoyl machine which may have a benzene ring top taton n^odvcerine 
or a methoxy substituent by carbon numbers 1-12, The alkoxy carbonyl group ^IZ ^^ltTby 
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carbon numbers 1-8, the haloalkoxy carbonyl group which may have branched chain by carbon numbers 1-8, Or 
the phenylalkoxy carbonyl group which may have a benzene ring top halogen, nitroglycerine, or a methoxy 
substituent by carbon numbers 1-12 is shown. Moreover, R and R' is set to one and forms the aromatic annular 
imide which may have a halogen, nitroglycerine, or a methoxy substituent. n shows the integer of 2 to 12. 
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1 

U8«IWW>«ffl] 

X^ 




— ^ V- (ca,) 



■-coNH-tcHpn— h-^ 



(i) 



R R , N-(CH t )n— N-^ 



[fl:2] 

X'— (CHJ.-CONH- (CH,)ii— n-^ 




(n) 



All*. X'liMoy^iFFWWjU mlilH9« 
SatSr, ntt2*»<-> 1 2?>SaS£*"f . 

HLC=CHO0NH- (OL)n— N-^ 




<n* ) 



[fl:4] 

h,n- (ay n—N— ^ 

ntt2*>M 2*>Sa£5V*\ 

0-{CW,)d— N-^ 
N 

IL (iv) 

5$IV* % nli2#»S> 1 2<0Bft£*-*\ 
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40 




Rtf***)i:&. R'tt. «*»l~8T4rtaB 
Mri/CtJ^TA^y-f A*. Utj^*l-^8T4HaS 

K«Rl~8T»««t«rUTt,J:vvNQT^3^ 
iv>7x— /WT/wn*^^^— 4fc» 



R R' N-(CHj)n N ^ 



(VI) 



50 



*VI+. R*MeJR*>fc3. R*«±. 0S*ai~8T#* 
^WLTfeivvsar/U^y^/^ #cS&ai~l 2 

K«ai-8T^«««rWUTt,J:VVNOT;P3^ 
r. R'^-otc^o-c/Noy^. -hofciufctxh 
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R R , N-(CH 8 )n— NR 

OX 1 w 

N^Cl 

sCVII*. R#*#<Oi:^ R'u, «*ftl~8T4r# 10 

R. — 3t^otAnyy. — ba^^m^b 
6. ntt2*»£l 2<M8ft*^. 

R R'N-(ogn— NH p 



on) 



30 



5*VIII*. R#**<Dfc*. R'{±. |**ftl~8T# 

/uai. ss*ai-8T4wsas-#LT<,j:vvNorA'a 40 

t>J:^7xi;UT/Pa^^/^-,I^I $ .^ > ^ 

n(12*'^l 205®ft$-jjr*-. 

[SWtomfflS-gjBHJ 
[0001 J 



[0002] 

ML TUtlsyy (^- - Att) KHfefttt. PUVA 

(v^v-MyupMM*) ^ aav^^-^K 
mzx^nj *Hm&±. wimim 

K^-r ymmz^^^fyi <«wii*e.bms*s. 

27 [supple 16] 597-602. 1 995./N*# 

ttft&£. 27 [supple 16] 603-609. 
1995) . ThK--ttlfc*«ft#fc4HVCIi, Thl 
AjWt-ttfit Th 2>VP/t-mB0V^>XO7%S 
•«ri>^Th 2«ffi«{2o*QB(c* o . Th 2«B*& 
<0-f ^-D>f *>-4*4 >*-o4*v- 5*lf<D 

W*fc$r-»T1-**. «->T. Th 2«HS«ttt««W4 

[0003] HRfc. ®f£$*tfrh h«0&»fc|SB[^ft 
t ft^fitt 1 4 -S^BttfcJbtt * ») 2 4 ~4 

timZtlTm. S%mgJ6er)j* X-XAUkC, < ^ 
ate phase reaction of the type I allergyT'&r) T 

tit±otz*->t£ (mmm, bik^s. 27(5). 

564-574. 1 995) . Z<r>J:5tz^ Tht-tt 

[ 0 o 0 4 ] 4^. *l«*ofl:^t3B«L^fl:^wt 



<4) 



08584 



istr>i)>4&utttr>x^h. mta. 1 -e»- 1 H — f 

5*V[4. 5-c] *SV>-4-T$y&tLX 
It, &<74frxmThl> 1 -4 1 H-4 5^ 

V[4. 5-c] #/U^-4-T5>' <4 5**F) 
LTV»<o>WB&iVtn* (R#fl»flF»145 
34 0^. #BB$8M&4 6 8 9 3 3 8#, #BB$llF#S4 
698348#, #Q»$2«B4 9 2 96 24#, 
t«S3856 30#, *5R$HFm5 34 6905# 

lttm¥3 - 2 6 4 5 6 2#fctf8*£iVC^«.a t . #K 

10005] * 
X 
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**. 

[0006] 

< 1 ) Tf£5SlT5*S*i.*rS FSB**. fci^<f-«E 

[0007] 
[fclO] 



■-coNH-cagn— k— ^ 




(I) 



[ 0 0 0 8 ] *I«*>> XttfcSUK^afctt'M^^JK^ 
iSfct. mtel*»£> 9 n{±2*»&12<0£ 

[00 0*9] (2) ±£(i > Kieawrs k»»«e£ 

[00 10] (3) T£3KII"C5S£*U>5KI«'>TS FSI 

[00 1 1 1 
[fcl 1] 

X'— (ch,)»-conh- (ag n — N ^ 





30 



[ooi2]*ii+. x'a/\oyyKFFt$a>L. m 

{il*»&9<OS8Bt$\ ntt2*>M 2f)8St£*rf. 
[00 13] (4 ) TW&U'X-TFZtlh&KnTS. Ft* 

S<**^j^*fc»o£i£*rsK*T**. 40 

[00 14] 

[fcl 2] 

HjC=CHO0NH- (CHj)!!— N— ^ 

jl <n» ) 

[0 0 1 5] 5$II'«K n«2*»£ 1 2<D®ft£*c*\ 
[00 16] (5) TSieillT^SflSsSl^TS Ktt 



[00 17] 
Htl3] 

H,N- (CH,)n— N-^ 




[00 1 8] 5$lll«K nl±2*»^l 203ffift£ij?-*\ 
[00 19] (6) Tie^IVT**$<X&3«I<or5 F» 

[0020] 

Hfcl4] 

HjN- (CHj)n — N"~"^ 



(IV) 



[0021] asiv«K n«2*^ 1 2<osaas-^-r. 

[0022] (7) Ti2^T*3;h.S*ltf>r5F88* 

[0023] 
[fcl 5J 

R R' N - (CHj)n — N ^ 





(V) 



NKBn 



[0024 13SV+. RtfAim*)t$. R'U. £*ftl 



< 

7 

ftl~l ZTOfyKiADy^, -M3£>£nfctx 
h # i'ESHBS'*! LT t J: V » 7 x -/PT/l'jJr / 4 
lfc*Sl~l 2T^V*">'gLb>\Dy>\ ^ho*&V> 

a* h^i'SftSfrtfLTfc j:^7xy*j/r^y>f 

J**»l~8T$HK«£?rLTi.l:vv\ 
DT*3#s/*A-*=M|, &M*fctHiStai~l 2T 

£#LT t «fc ^7 x -/I'T/Pa^i^/Utfx/i^fc^ 

h*^B»S£:frLTfc £ti#MMIM S H 

[00 2 5] <8) TWVlTiRSilistKOTS K§| 

[0026] 
[ftl 6] 

R R*N-(CH I )n — N — ^ 

[00 27]5*VI*. R****4>i:&. R'il. 
l~8T#^£WLT<,«fc^?7l^y>r/P£, 
l~8T*i^aB^WLTtJ:kVNo7 > ^y-fA^ % # 
£ftl~l 2T^y-*£ym±.'\a7y* -t~at>l>\,Hi. 

* y- * i^am^t: * L t t J: v > 7 x —fur ivx j 4 n, 

& UHRSl ~1 2T'<>>-tr>'aLt/\oy^, - ho* 
Mf^S«SS:*rLTtJ:^7xy*^T*;* 
^A-S. #8fS»l-8T'iH««^LTtJ:ur/H7 
A^.^*. #*ftl~8T#««£WLT(,J: 

»££WLT €«fc t*7x ^A-T/m* >-;!r/Ptfx/l,g£ 
4fc. R. R'*s— o(c5roT-'\oy>'. ~ho 
^^^S*1T LTt«tv^#£3itt4 s 
PtMtT*. n«2*»^ 1 2<0Sa$-SrT. 
[00 28] <9)T^VII-C^$n4^lOT5Hg! 

[0029] 
[fcl 7] 

R R'N-(dl | >n— NH 

[00 3 0]5*VII«K R*5**(7)i:$. R'ii.&ma, 
1— 8T&iim$:1il.Xii£\,v\aTt\s#S4n& % & • 



IWH J F9-2 08 584 

8 

R»l~l 2TO'-tf>'5Lb>N07'>\ zha^j^i 

3£. #*» 1 — 1 2X"<.y-*£ym±'*uyy. —ha$> 
*v*i* h*i>s»S£WLT t iH7x y#^r/w^ 
^A«. «*»l~8T#^£*fLTt,.n»TA'=i 

WNDr^n^^/k^i/i^. **«r*tt&3S»l-~l 
2T-S.>-tr>'«i:y\Dy^. -haftiVXi^h^^JB 
»S£ W LT t> J: H7 x —nsT/Ua^is/;/uX—j\s&$: 
10 4fc. R, R"* 4 — ^tC^roT^Nuy^. ,=.ho 

ntt2*»&l 2<0ffiBc^jjrr. 
[003 1] (10) Te5$VHIT^3#l.*5Sl<07 > $ 

[0032] 
[fclS] 

R R* H- (CH,) n — NH Q 

[0033] ssvm*. R&*m<ntz. r'«. gas 

»l~8T4rt«B«r#UTt,J:^r/^>'>f;^ #35 
» 1 ~8T»«««*r LT i> J: i VNOTA-jfr y >f 
#*»1~1 2T'^>-e>'S3±y\Dy>', -hD*&^ 
«.* h * W LT t «t v * 7 x zjHrTIWi J -< 

£*Rl~l 2T^>-fcf>'«U:/\oy^. - ho*> 

*^i*h*HS8^£#LTiJ:^7xy*^r/u# 

«*»l-8T^W£«S:*LTt iWT)^ 
30 4f^^df^P3|. «*Rl-8T*H*«*WLTt,J: 

2T<>-Hf>»±Moy>. -hQ$>^^i^ 

LT t J: ^7 x -^T/Un^^^/u^-zng^ 
R, R'* : — JC^nTnnyy. zho 

[0034] 5«V, ^VL ^VIlfciiJtiR. R'iiTS 

s&wm&?t>*). ttmizit. t^iv. yn^vt- 
iv. e/<o4/K ^yV4>^ * b*i,»ii,#-i\,. x 

K> h*y^r/P«K-/K iso-7*h^^^/^-ff-;^ tert- 

[ 0 0 3 5 1 5«iofl:^«i<oisaa>«»tcf»=sL ? i&im 
fifcLTii. iss, sag. y>1K% 

vi/^f 7-7;l« % ^x>K. y yzf 

[0036] 

) [«H80*it^KB] *«0BO^IT*Sn*»f«^T 
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[0038] Ig ( 1 ) tC*$HT. a8MWtT*>*5ttX 40* [0039] IS (2) tZ&^X. - ho3£<0»7CJi38 



02 , 4 -^DD- 3 ho* y »J Vli4MJflMfT 
*9. Xf7'UXA'0^(Che«.Ber.. 1918.51.1500)* 

>srr\v<r>*;T\J$mte\>&imti&i (Synth.co 

nun.. 1990.20.2559. J.Med. Qiea. .1988.31,898. J. Or 
g.Chea.. 1981.46.2455. J.Aaer.Qiea.Soc. , 1941.63.852 



[0040] IS (3) (=*J^T. ^VHOft-SHjir h 
[0041] IS ( 4 ) fcUJWt. sCVKOfc^flKOTS 



1 1 

**rt- IU#=JU ( Bo c ) CW&&lZ3S%*cM 

(z> o«^«ft{t**-»K^a^-r€.^ 1 c <t -?t 
f 004 2]X8 (5)fc^HT. aa=ariStt«*»^>^ 

[004 3JXB (6)lC*>wt. (ft 
[0044JXS (7) fcfcwc. «*ta«c±*>*|Hfc 
[004 5] XS (8)fc*H»T. 5$III*><fr£<fc*/> 

^f-^^ATs h ) * v Beaten . 

(fit itf. **sffs^ s K. ££«£f*a£. K^o 
[0046] XS (9)lC*nrc. ^XIOft^*tt4«ai 

arc* 9. sSnAiv^jir^^tttt toasts 

*/k.AT$h\ **y-,K x*y-/K n -mAy 
-a, ^y^o^y-^t') t«f SCitii-jT 

[0047] *««9fc«IT*3fc.6T * K|8$Wfe&t/r 

*. *t-*,i^ tog. me«H. Reffl, sa^, ^ 
*. saw. ^D-/r5:if*^tff^i. imatst*tzm 
i*mm±. mtm. m. xmm. j**m. 

mm ' m ^ m ' t* 9 ™* mmm * ** 

JJ. B<**. #fe*L SMffl. ssag, 
2' 38Hfc»L 

[0048] *IOft£ft&tf*oafrtn»i. t 
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[0049] SCI cr>fctt&V*<rmttaWi . #tt* 
[0050] 

■r-^tt. I h/WiB*4»K I R- 8 1 0. « 
H-NMRW h/Hi Varian Unity 400 Wffi Appara 

[0051] <xitm> 

^TSyl -?-»nn-3- 2Kn ^yi| V ^ 

2,4-^DD-3-zhn*/!;>o.l9g (0. 
7 6 8«d1) AW*- <1>zS***i,*A,#=jl,) - 
l,3-ra^P7SJ'0.16g (0.768h>1) 

20 thyxf-^rsv5^«|i. 7ox:tanftLTi»«Bii 

ffLfc. »«Uxf.^T5^tSffT«*Lfctt. ttfl^t 
^^t=»HU «l (M«SO«) ft. 

n^tV-BSlfA,( 2: l v / 

v> mtmmzx»). 4- [3- (^y^^^ 

jfi-rt-rsy) rnt^rsy] -2-^00-3-- 

hD#/yyo.27g (0.65 1«d1) fcftfe^t 

30 [0052] 'H-NMR (CDC Is) * ((**) : i 
79 (2H,m) , 3.35 (4H.m) . 5.02 (1 
H.br) , 5.18 (2H.s) , 7.15 (lH.b 
D . 7.37 (5H.m) . 7.57 ( 1H. t. J-8. 
0Hz) . 7.73 (lH.t.J = 7.8Hz) . 7.90 
(lH.d.J=8.4Hz) . 8.21 (lH,d.J = 8. 
0Hz) 

too53] (mum2) 

Ay) TP^Tj -2-»pr> ^yijy^ ^ 
40 4 - [3- I1yisn,**is/,JU#-A,T s y ) TDt 
-2-^oo-3-^ ho4ry D^O. 2 7 

« (o.65i«oi) «-^^y-/noiifcaf»fL. a 

«»l«iaWW&0.2 2g (0.390»1) frtoiS 
fflT2.USttBfLfc. RISBE5&tt«Uiatt^(t^hy^ A 

« < n aJ so. ) «. j8»«-«Ere*ufc. aatt>- 
^-^^y-^ 000 : iv/v) mmwtozti). 3 

-T*y-4- [3- ( zstin,#-,\,T a 
50 y) m^rsy] -2-^oo^yy> 0 . l 2 g 



<8> 

13 

( 0. 3 1 2-ol ) «r««fe»*fc Z<Ot><?) 

[0 0 54] 'H-NMR (CDC Is) S (p—> : 1- 
76 (2H.m) , 3.30 (2H,m) . 3.42 (2 
H.q.J = 6.3Hz) . 4.21 (2H.bs) . 4.44 

(lH.br) . 4.92 (lH.br) . 5.16 (2 
H.s) . 7.30-7.3 9 (5H.m) . 7.46 (2 
H.m) . 7.89 (2H.m) 

[0055] (&JtOT3) 

i - r ^- «y-;^»^»u^ Tg7) vuv 10 

Jl/I -4-^OQ-1H-^5< /r4. 5-d*y 
3-TSy-4- [3- (^-^y^-^T 

sy ) roK/krsy] -2-?Do#/yyo.i2 

g ( 0 . 3 1 2wl ) fe: h •JXfTMvU'Jfc/l'.X- h 0 . 
5 2«1 (3. 1 2— ol) 100Xtt:ftfl»lyt3. 
5ttlBI«ttFUfc. Rje**«£ETa»LT> 1- [3- 

c;yi;mi'*M-rt'rs/) rown -4- 

^OO-lH-'f [4,5-c] *S»y0.12 

g (0.3 04-ol ) S:8WeHfci:L.T»fc. 20 

[0 0 56] 'H-NMR (CDC Is) d (p—) : 2. 
24 (2H.m) . 3.36 ( 2H. q. J =6.4Hz) . 
4.67 (2H,t, J = 7.0Hz) . 4.95 (lH.b 
r). 5.14(2H.s). 7. 3 1 -7. 3 9 ( 5 H. 
m) , 7.62 (lH.t. J = 7.8Hz) , 7.71 (1 
H,t.J = 7.8Hz) . 8.09 (1 H.s) . 8. 1 3 
(lH.d. J=8.4Hz) . 8.21 (lH.d.J-8. 
4 Hz) 

[0057] (ldt«4) 30 

i - (3-r; /rneA-) -^-^d-i $ 

^rr4.5-c i*y)v-»»g<o^gc 

l - [ 3 - (^> j^M^^a/wtf-rt'T s y ) rntr 

/H -4-?oo-lH->f 57V [4.5-c] *y 

•JX0.12g (0.3 04— ol) (CfMfc*JS-BH8 [3 

3%] 3BlfclPi. MST-1.5^IBB«fLfc. RJG» 

**et«»u aac 1 n -rm<ti- h y ^ 

&Vft«*t:lDi.^oo*^Ar5igttaiL.Jt. <6» 
(NatSOO »»«E£*ET«*U ««E*i'y#y 
M7^?D7h/57^- fcffU ;O0*/Pi»-^ 40 
*y-/W-3 2%B» ( 1 2 : 6 : 1 v/v) «{iSB7>C 
iO, l-O-TS/rDtA-) -4-^DD-lH 
-4 SrV [4. 5-c ] *y"jy • RB8S6 0« ( 0. 
1 8 7— ol ) $-»»£Sf*fc 

[0058] 'H-NMR (CD3OD) 8 (ppb) : 1. 
94 (3 H.s) . 2. 39(2 H.m). 3.12(2 
H.t,J=7.8Hz) . 4.82 (2H.t.J=7.2H 
z) . 7.7 0 (2 H.m) . 7. 9 7 ( 1 H. d. J = 8. 
0Hz) . 8.27 ( 1 H.d.J=8.0Hz) . 8.4 1 50 
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( lH.s) 

[0059] (9mM5) 

] - n-7S/raan - i h-4 $y/r4.5 

1- (3-TS/roW -4-?oa-lH-4 5 
[4. 5-c ] *>"J V WS8B6 0« (0. 1 87 
■oi) t»E«SKie«^Aix. **y-/H0«lfttf 
^fliTiftWcr^-rsii^lini. 1 50x:fc:a«iLT 

lftlStfU*:. RJES£*ET«*U 

fcStfb 1 N -THJHk-f" h 0 >7A**S0 . 5.1 £ JO* 

fc. tfa^^Lx^y-rt^&BI&iftL-t. 1 - 

( 3_ 7 sy 7 T 3 ^K -lH->f5^ r V[4.5- 
c] ^yU>'-4-rS>'l 1« (0.04 5 5— ol) 
£&Sfe*Mia&& (mp : 24 3—24 5XZ (#») ) 

[0060] IR(KBr)cr' :3320, 317 
0 . 16 5 0 

'H-NMR (DMSO-de) 8 (ppm) : 1.93 (2 

H. m) .2.57 (2H.t. J = 6.6Hz) .4.64 
(2H.t. J = 7.0Hz) . 6.55 (2H.s) . 7.2 
6 (lH.t. J =7. 2Hz) . 7.44 ( lH.t. J = 
7.4Hz) . 7.62 ( lH.d. J=8.0Hz) .8.12 
( lH.d. J=8.0Hz) . 8.1 9 (lH.s) 
[0061] (5SJSM6) 

;ursyi -2-^pd-3--Kq»/ | J >-o£-t£ 

2,4-i/7OD-3--hO^y^0.59g (2. 
4 1— ol) &VN- (tert-rh^^n/."K-/U) - 

I, 3-W?y> ? rS>'0.4 2g (2.41— ol) £ 

huxf-zt-rsvi 0w«*». 7orc;Jn«iLTi. 5n* 

Jgfl^l^tcSWU *tfc. (NajS04)fe« 

jfTRL, 4- [3- (tert-rV^Xr/l^K-/WTS 
y) mtr/l/rsy] -2-?on- 3-— hn^f/ U 
V0.61g (1.6 0— ol) &H€SteS(m P : 159 
-1 6 HC) fcLTfS*:. £^fc*>*>7Hfc¥W-r-?li 

[0062] IR (KBr) cir' : 33 1 0. 168 
0. 1580 

'H-NMR (CDC I3) 8 (PP") : 1-50 (9H. 
s) , 1.77 (2H.m) . 3.27 (2H.q.J=6. 
1Hz) . 3.36 (2H,q, J=6.0Hz) . 4.82 

(lH.br). 7.37 (lH.br) . 7. 55(1 
H,t.J = 7.8Hz) . 7.72 (lH.t.J=7.7H 
z) . 7.89 (lH.d,J=8.2Hz) . 8.27 (1 
H.d, J=8.4Hz) 

[0063] (Htt0!7) 



(9) 



1 5 

sy) 7 o^7syl -2-?pp*y»j>co^i& 
4- [3- ( tert - r h ^ v-^/U^-/UT 5 / ) /Dt 
/I'TSy] -2-^DD-3--l-D^/'J>0. 2 7 
S (0.7 0«ol) $-i^y-/l-7Blfc^M?L, fiftT 
• 2*»fc0.5 5s (2.4 5»1) frlfflil 

■^Sftfffcaaujt. ?&ai»Rj6««-2N-rvt^T* 

v>-mm*i-A> ( i : iv/v) sajsa-fcj: 0.3- 
rsy-4- [3- (tert-rmf>'^/Pdf=.^rs 
y> rotors - 2-^oadf>"j^o. i5« 

(0.4 2 8«ol) frg&ftfetefifc LT#fc. 

[0064] 'H-NMR (CDC 1 3 ) 9 (pp.) : 1. 
49(9H.s>. 1.73(2H.m). 3.29(2 
H. t, J=6.2Rz> . 3.3 5 (2H.q. J = 6.0H 
z) . 4.28(2H.bs). 4.60(lH,br). 
4.75 (lH.br) . 7.44 (2H.m) . 7.8 7 

(lH.d.J=7.6Hz) . 7.94 (lH.d.J = 7. 
6 Hz) 

roo65] (msma) 

1 - r 3 - ( t e r t -f K»^A^-/br S y ) T 

og/H -4-?pp-i H- ^y-/ri,s-ri 
*yy>-g>£ffi 

3-7 > 5y-4- [3 - (tert-rh^^/rnsX—JUT 

$y) rof/wrsy ] 1 5 

g (0.42 8-0I ) tz h y Xf-/W5T;P h*/lo<- h 0 . 
3 6.1 (2. 1 4mol) ZtBtT. 1 0 0TrC2B$ia$ 

^»tc8ox:Tii«tttffUfc. RiBfi^^jSEraai 

U ^DD^/UA-^^y— (150: 1-100 : 
lv/v) SffiBttfcJ: •) , 1- [3- (t*rt-7>*>, 

) rntfl,] -4-?od- i h — f 

5*V [4,5-c] ViyO.Hg (0.388no 
•) *efe»3fc (mp : 1 5 5—1 5 6"C) t LT1# 

[0066] IR (KBr) cr 1 : 3380. 168 
0. 1 520 

'H-NMR (CDC Is) 6 (pp.) : 1.4 7 (9H. 
s). 2.22(2H.m). 3. 3 0 ( 2H. q. J =6. 
4Hz) . 4.68 (2H,t. J = 7.2Hz) . 4.7 (1 
H.br). 7.66 ( 1H. t. J=7.6Hz) . 7.72 
(lH.t.J=7.6Hz) . 8.09 ( 1 H.s ) . 8. 1 
6 ( 1 H.d. J = 8.4Hz) . 8.2 1 (lH.d.J = 
8.4Hz) 

[0067] (miW9) 

1- (3-7sV7otf)l>) -4-»dp-1 H->f a 

y/r4.'?- ( >uyu^ 

1 - [3- ( terl-7 h *^i]tVi£—tVT = y ) 70t 50 
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/H -4-^DQ-l H-^S^y [4.5-c] *y 
V>50v (0. 1 39ool) *tt4fcX<rH^3«lC» 
»U h>J7yM-D»tt0.1 1ml (1.39m!) 
iSST 1 BWf Lfc. Ri5S^«ffT«eL, «*tc 
1 N-*K<fc-r-h v «7A*SS 1 H&V&&*£tBi.* 
^DD^ATSBttaiL. (Na»SO«) »*ff 

4>*£tr) TMJf-iU-hLT*f£Wt!£*T2U 1- 
(3-75770^) -4-^DD- 1 H — f S^V 
[4.5-cJ^yy^i4«g (0.0 5 36«ol) £e 

[0068] IR (KBr)cr' : 3400, 159 
0. 1510 

'H-NMR (CDC ls+CDsOD) G (pp.) .- 2. 
06 (2H.m) . 2.72 ( 2H. t . J = 6.8Hz) . 
2.98 (2H.br) . 4.64 (2H.t. J = 7.0H 
z) . 7.5 7 (lH.t. J = 7.6Hz) . 7.6 1 (1 
H.t,J = 7.6Hz) . 8.03 (lHs) . 8.05 
(lH.d.J=8.0Hz) . 8.11 (lH,d.J=8. 
0Hz) 

[0069] (SBtfllO) 

1- (3-rS/7D^> -i H- < fgy, / r4 ,q 
- c ] *y U ^-4 -7? V^i* ff-/n^| 
1- (3-7S/7oe^) -4-^DD-lHHS 
yV [4.5-c] 4ryy>-14« (0.0 5 36«»1) 

toT>*-T3mlt:ta£^ 1 5 Orfc&BfcLT llftfltff 

y »7A*»»o . 3ai *tB*.ifrimz2n&i,z . 1 - 

(3-TSyTDtA.) -lH->f [4.5- 
c]*/»jy-4-7S>8u(0.033lB>l)S 

[0070] (5Qt«ll) 

4- ^>y/PT?y-l- r^>- ( tert-71,^ 

^/v^_/PTS y ) trotyl - lH-^s^/f^ 

5- cl^y.iv^pff 

1- [3- ( tert -7f-^r i^/Utf^/t-T S y ) mtT 
^] -4-^oo-lH— fSrV[4.5-c] *y 
•J ^3 Oag ( 0. 0 8 3 1 ool ) (CO- 5^,7*$ J' 1 ml 
&ta£. l 5 0«Cfe:jD»LT3^ISIttBfL<:. «ET» 
Wyi>*lUTS>*8*U 1 N-fflSfcA«I**lm 

i<ad^f-uvT2saiaju«:. *r«««:iMnj*»** 
■*-HJ*.M<*»Tay»u «»(Na»so4)flL m 

0: ly/v>mtbm»tZX*), 4-^^7-Sy-l 
- [3- ( tert- 7" K ^ i^^yp.-ff - /pt- s j ) ^mf 
^] -iH->fs^y [4.5-c] =^yyv3 5« 



1 7 

(0.08 1 Im I) «refe»*(mp : 17 1-17 

2.51c) tLTtlfc. ZL<r>\><n<r>WG&ftT—9l&X 

[0071 ] IR (KBr ) er» : 3330, 170 
0 . 1 5 9 0. 1 540 

1 H-NMR (CDC I 3) 8 (ppb) : 1.4 6 (9H. 
s). 2.18 (2H.m) . 3.25 (2H,m) , 4. 
5 7 (2H,t,J=7.0Hz) . 4.64 (lH.b 
r). 4.95 (2H, d, J = 5.2Hz) .6.05 
(IH.br). 7.26-7.36 (4H,m). 7.4 
7 (2H,d.J = 7.6Hz) . 7.51 (IH.t.J- 
7.6Hz). 7.82 (lH.s). 7.92 (2H.t.J 
= 8.0Hz) 

[0072] (mtmi2) 

i- -ih->( srv T4.5 

-cl V-4 -7i>-0)M (*<03) 

A—^y-sl^TS.;- 1 - [3 - (tert-n*y 

^n^c^r s y ) rnwk] - 1 h— f srr 1 4 . 

5-c]^/yy30«(0.0695in)l) Sr^K3> 
lOMBU *IWk/^^A-|«B[2 0%] O.lg 

-fcltU ^oo*yUA-^^y-;p-3 2%»» 
(6 : 3 : lv/v) SiBBfl-J: 9BH«I*>»«<S£#, 
T/Mr 'J*UITtS.&£n5tU 1 - ( 3 -rs/rat 
/U) -lH-^S^V [4,5-c]*/yy-4-7 
5 ^7«g ( 0 . 0 2 9 O-ol ) fc«»feJB3fcfc LTfc 

iz. 

[0073] {msmi3) 

4- r 4- (tert-t/h^i^frA^X/PTS.y) 
TSyl -2-» QQ-3-~hO#/'J>'^flc 
2.4-^DD-3--bO*/ , J>'0.72g (2. 
97nwl) XtfN- ( tert- 7* h ) - 

l,4-y75/^>'0.56g (2.97«w>l) Srh 
•Jlf^SXl 2»l<*», 7 O^ldBB&LT 1 . 5B$EJ 

u «&& (Mgso4) tk. msrumzmuL 

fc. S»*-n-^^-9-^->-*X^-/WX-T-/P ( 1 : 1 v/ 
v) Th'Jf-AW-hUT^IXU, 4- [4- (te r 
t-rh^f^/^-^TSy) ^/PTS/J -2- 
?OD-3--hoVJ^0.97g ( 2.4 6uol ) 
«-jtfe»*(m P : 1 25-1 2 6.5*C) i: LTt§ 

[0074] IR (KBr) cr 1 : 3340, 328 
0. 1 680. 1 540. 1520 
'H-NMR (CDC Is) 8 (ppa) : 1.46 (9H, 
s). 1.63 (2H,m) , 1.78 (2H,m) , 3. 
1 9 (2H.q.J=6.4Hz) . 3.47(2H.q.J = 
6. 1Hz) . 4.68 ( IH.br) . 6.4 1 ( lH.b 
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r) . 7.52 ( 1 H. t. J = 7.7Hz) . 7.74 (1 
H.t.J = 7.8Hz) . 7.91 (lH.d.J=8.4H 
z) , 8.1 1 ( 1 H.d, J=8.4Hz) 

[oo75] \mm\4) 

^-Tgy-4- T4- (tert-fh*^f^=./UT 

4- [4- ( tert- 7 r h- 3r istl)Vif-—)VT 5 7 ) 7>;P 
T$y] -2-^DD-3--hD^y>jy0.5 g 
( 1.2 7»1) £x*/-/H 3«ltC*l?U &fct 
10 T[1I] • 244Mb 1.0s (4.4 3b»1) ■tUatltSf 
ISIftfiKSfiiiiUfc. RJC»?r 2 N -T>t-T*C#>«t. 

^oo^AT2iu«imL. a» (as*) . «a» (n 

&x?-/U ( 2 : 1 v/v) *aJH#fc:J: 0 atfffij£&*>. 
JWIW^tt^X^X-^T r- L/-f-.xU— hLT. 3 
-TSy-4- [4- < tert- 7" h * i^UsKx^r S 

/> yf-zkrsy] -2-^oo^yy>'0. 1 2s 

(0.3 29«»1) tS&mikt LT»fc. £*>t>«XD 

[0076] IR (KBr)cr' : 3270, 168 
0. 1 540. 760 

•H-NMR (CDC la) 8 (ppb) : 1 .4 4 (9H. 
s) , 1.64 (4H.m) , 3.17 (2H.q,J=6. 
OHz) , 3-27 (2H. t. J=6.6Hz) , 3.89 

(IH.br), 4.15 (2H.bs) , 4.59 (1 
H.b r) . 7.4 7 (2H.m) . 7.77 ( 1 H.d. J 
= 7.6Hz) . 7.89 ( 1 H.d. J = 7.2Hz) 

[0077] (Zmmi 5) 
30 1- T4- (tert-7>*y;ft*;Kx;UTS7) t± 
jfcj -4-»PP-lH->f S^/ T4.5-C1 #y 

3-T5y-4- [4- ( tert )Vtf.—)i>T 
= 7) 7>/PT57] 1 4 g 

(0.384«*>1) CMJXf-/P3t7Wh5fc/l^-h0.3 
2al ( 1.9 2bk)1) SrjDi.. 1 0 OiCtcaflRtT 1 « 

9 S—fo ( 150: 1—100: lv/v) i&aili'JHCj: 
40 »). 1 - [4- (tert-rh^^^/^x/UTSy) 7* 
f-/H -4-^QO-lH— fS^V[4.5-c] * 
yjy0.12g (0.3 2 1mDl) «rSaff&»*(tn 
p : 14 8-1 5 ox;) tLT&fi:. z.<r>\><rxr>9rttfr 

[0078] IR(KBr)cir<: 1695. 1510 
'H-NMR (CDC I3) 8 (ppb) : 1.42 (9H. 
s) . 1.6 2 (2H.m) ,2.06(2H.nt).3. 
2 1 (2H.q, J=6.4Hz) , 4.5 8 (lH.b 
r) . 4.65 (2H.t.J=7.4Hz) . 7.66 (1 
50 H.t.J=7.2Hz) . 7.72 ( lH.t.J=7.6H 



1 3 (lH.d.J = 8. 
= 8.2Hz) 
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z) . 8.02 (lH.s) . 8 
4te) . 8.21 (1 H.d, J 
10079] (Hitni6) 

1- (4-7gy^l -4-»DP-1H-f^ 
'/r4.5-c1*/Uy^ 

l- [4- (tert-rh^^Aojfzyi/rsy) 

frl -4-^DD-lH- f srV [4.5-c] *y 

u>-o. i og (o.267«oi) SSfb^f-P^eBit: 

JfflWU hU7/U*O|«0.21il (2.67»1) * 
JoiSSTlWBffLJt. RJBS£«ETffl8U SS 
c l n -*SHb^- h y ?A*s»2.iJH/fA«**jn£ 

t?DD*^T5Sia{L. (NatSOi) »« 

&4rm*tt) rhUf-A^-hLT«a«u*a 9 BtL, i 

- -4-^DO- 1 H--f S^V 

[4.5-c]*yy>4 5«g(0.1 6 4-oD 

10080] IR(KBr)a-i:3400. 295 
0. 1 670. 1 520. 1360 
'H-NMR (CDC la) 9 (pp.) : 1.51 (2H. 
m) . 1.96 (2H.m). 2. 6 6 ( 2H. t. J = 7. 
2Bz) . 3.03 (2H.bs) . 4.53 (2H.t.J 
= 7.4Hz) , 7.56 (lH.t. J = 7.4Hz) , 7.6 
0 (lH.t. J = 7.5Hz) . 7.97 ( 1 H. s ) . 8. 
02 (lH.d.J=6.4Hz) , 8.04 (lH.d..*- 
6.4Hz) 

roo8ii (9mmi7) 
l- (4-rsyr»;n -iH -^f s^rr* 

c1^/i;>-4-7g>^ 
1- (4-75/7^) -4-^ao-l H — f 
V[4.5-c]^yu^40Bg(0.146nol) 

lN-*|«b^h!;^A*jii8o.5ri^jDifc. tfffi 

»^rs5iLx^y-/n&»4>insau T< i-u-ts 

-1H— f S^V [4.5-c]^^- 
4-T5V14-* (0.0548nol) 
(m P : 2 2 7-2 3 0. 5T2 (4HH) ) LT»fc. 

C0082] IR(KBr)cr':3340. 318 
0. 1650. 1 530. 1 400 
'H-NMR (DMSO-ds) 8 (pp.) : 1.30 (2 
H.br). 1.39 (2H.m). 1.89(2H. 
m) . 2.55 (2H. t. J = 6.8Hz) . 4.59 (2 
H.t.J = 7.0H2) . 6.56 (2H.bs) . 7.26 

<lH.t.J=7.4Hz) . 7.44 (lH.t.J = 7. 
7Hz) . 7.62 (lH.d. J=8.0Hz) . 8.05 
<lH.d.J=8.0Bz) . 8.19 (lH.s) » 
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[0083] (£ft0|18) 

4 ~^^7? y- i - T4 - (telz^h^k^k 
c1*yj>g>*t£ 

1 - [4- (tert-rh^^/P.-tf^UTSy) 7+ 
^] -4-^DD-lH-f [4.5-c] 
U>7 0«g (0. 1 87ml) C'OyA'TS^ilt 

'JfVT 5 L . 1 N -ffiK&VftfiWcS-fiD 

i«fly*f-u>-r20tt{eLfc. 
^-Hu^*jsarc«fe»u. se»(Na,so4>». * 

^57<- fclftU ?crajfcfl,A-.X*y— iMl 5 
0 : lv/v) #aSB4r£J:9. 4 -^i^/PTSy- 1 

- [4- (tert-rh#^/^=^rsy) r-^/p] 

-1H-4 S^/* [4.5-c] ^>"Jy79ig(0.1 
7 7i»l) (dip : 1 51 — 15 3. 5X3) 

[0084] IR (KBr)cr' : 3380, 331 
0. 2930. 1680. 1595. 1540. 124 
5. 1 1 60 

'H-NMR (CDC Is) 8 (pp.) : 1.42 (9H. 
s). 1.58 (2H.ni), 2.02 (2H.m) . 3. 
18 (2H.m) . 4.55 ( 2H, t , J =7.4Hz) . 
4.55 (lH.br) . 4.9 5 (2H.d. J = 5.6H 
z) . 6.03 (lH.t. J = 5.6Hz) . 7.23-7. 
36 (4H.m) . 7.47 ( 2H. d. J = 7. 6Hz) . 
7.51 (lH.t.J = 7.8Hz) . 7.75 (1H. 
s) . 7.90 (2H.d. J=8.0Hz) 
[0085] (SSH0119) 

1- (4-T$ -i H- ^g^/ra.*;- 

4 -^>iS)VT$S- 1 - [4 - (tert-r b*Ss#fr 

- 1 H->f s^y [4.5- 

c] V;>6 7ig(0. 1 50nol) £*K5«lt=» 
»U *»ft/^>?'7-t-|!t*[2 0%] 0.15g* 

(6 : 3 : lv/v) »iiiH# J: 0 BK8Utf>Bf««B*», 

T^yjMiLT®«c^rttL. l- (4-rsyy^- 

*) -lH-4$yy [4.5-c] ^yy^- 4 _ T 
SV14«g (0.0 54 8»ol) *»»fe»3fe4;LT» 
iOfcWJWHItt. £fg0U 7«Xfc£fcfc-ftL 

[0086] (JtEtt«20) 

1- (3- f T4- ryy ^-^K^i^) -1 -e^. 

y^>T-fe*/H 7g yi tp k^i - 1 H— j 
[4.5-cl ♦yuy-4 -7gyg>^ 



30 
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a) ranfflto. 1 0g ( 1 . ImdI) fttn - (3 
-TS^rntiU - lH--f~^V[4,5-c]4f 
yi»^-4-TS^0.24s < lad) S-N.N-^ 
f-rt^/t^TS H 3 OulfcSISU 1 - ( 3 -^f-A' 

rs/roe/n - 3 -xf-n^/i/tfi^ s h • warn 

(EDCI ) 0.29g (1.5«ol) S-ftJiTSSTl 
WfittL*:. RJC»C*«:lDi. ^notf/PATl®.. 
?DD*W-/^/'-A' (10: lv/v) T'3IUttai 
Lfc. *r*W«r*S*?ft»U m» (Na 2 SOi) 

«ET**$-W£LT, 1- [3- t (?ooT-fc 
*-/l>) TSy] rnt;H - 1 H— 4 S^V [4.5- 

c ] *y y >-4 -rs ^offl^rtHi^^. .rwft-S- 

[0087jb) a) T»&*lfcl- [3- [ (?o 

[4, 5-c ] -rs^<ofi±rit«)J:x^ 

y-/P5«lfc*»U 4- (^x^b^) If* 
•jyy-«Kfi0.14g (0.4 7 2«j1) Xt/«K* 
«fM>>>M8mg (0. 566anl) £JD£. 7B> 

fcrtfU 7ttvt*A'J»-X?S— (3 0 : 1~2 0 : 
lv/v) J: 1- [3- [ [4- (y'7x 

-IV* h*cis) - 1 -f^U iSyT-t+ZV] T 5 y ] T 
DKA'] -1H-4 SrV [4.5-c] *yUV-4 
-T5 >-2 0«g (0.0 3 64woI) fcaatfefoftfti: 

s. 

10088] IR (KBr)cr 1 : 3320, 165 
0, 1525. 1 070. 700 
1 H — NMR (CDC I 3) 8 {pvm) : 1.7 0 (2H. 
m) , 1.86 (2H.m). 2.19 (2H.m) . 2. 
27 (2H.t.J = l 0.4Hz) . 2.74 (2H. 
m) . 2.98(2H.s). 3. 3 9 ( 2H. q. J = 6. 
5Hz) . 3.45 (lH.m) . 4.54 (2H,t.J = 
7.0Hz) . 5.49 (lH.s) . 5.60 (2H.b 
s) . 7.21-7.36 (lOH.m) . 7.38 (1 
H. t. J = 7. 2Hz) , 7.51 (lH,t.J = 7.7H 
z) . 7.8 2 ( 1 H.d. J=8.2Hz) . 7.8 9 (1 
H.s) . 7.90 ( lH.d, J=8.0Hz) 

[0089] (mwm2D 

1- f 3- (T?>)frT$y) 

l- (3-T5yrnt:yu) -1 h— t srv [4.5 

-c] */\)>-4-T$y0.2 4g ( lmol) £N. 
N-^fA-t^ATS P3 0al(3MU 
7 5/xI (l.luol) &V1- <3-5*Xfrt'T5-/r 
ot/t-) -3 -3L1>/U$/I'#>S<1 5 K • ffi&tS 0.29 
g ( 1 . 5mo1 ) £Jn;tgfflT3. SBmtm Ltz. fxJC 
Sic***!*. ?tra**'ATlB. ^outf/i-A-* 
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9J-n, (10: lv/v) T4iBWMflUfc. ggpfc* 
«S*Ti!a*U. «a»(NaiSO«)tt. *ETW«*e 

#L. ^DDihA'A-^^/-A'( :lv/v)*ajH 
Th'J-f-AU-htTrEL. 1-13- {T**J*T 

gy) rntf/H -iH— f s^VC4.5-c] *y 

ij^-4-TS>'0. 148 (0.474mo1) 

»* (mp : 17 3-17 5^C) k LT#fc. £*>t»<0 

io <wtfemT-?ii£iT<G&*)Ti>&. 

[0090] IR (KBrlcr 1 : 3330. 320 
0. 1630. 1525 

■H-NMR (CDC Is) 8 (ppb) :2.25(2H. 
m) . 3.47 (2H.q.J=6.5Hz) . 4.61 (2 
H.t.J = 7.0Hz) . 5.47 (2H.bs) . 5.7 
(lH.br). 5.71 (lH.d. J=10.4Hz) . 
6.09 (lH.dd,J=l 6.8. 10.4Hz). 6.3 

2 (lH.d. J=l 6.8Hz) . 7.33 (lH,t.J = 
7.6Hz) .7.53 ( lH.t.J=7.8Hz) .7.83 

20 ( lH.d. J=8.4Hz) . 7.92 (lH.s) , 7.9 

3 ( lH.d. J = 8.2Hz) 
[0091] (*tt«22) 

T _ r^- r T4- (^z^Ki.) -1-^ 

^/rii.5-ci»y»j>-4-rs>-^g 
l- [3- (r? 'j/i^rsy ) mtr/H -ih— f s 

yV [4. 5-c] y UV-4-T5V0. l 2g 
(0.406n>l) ^X^y-;H OalfCjgiKU 4- 
(y7x-Wh^i') ^Uy> «ftt«0.1 3g 
30 (0.4 2 7mol) AVUSMcSIW-hU^AaSag (0. 

4 4 7moi) S-ioi.. lMHiS^. ^SfcSrrS 

0 : 1 v/v) JSajH^fcJ: 0 Btoft£&*K 
x— fWh'Jf al/-hUrEL, 1- [3- 
[ [4- (^i-WKi') 

^sv-f/w] rsy] roe^] - 1 h-4 [4. 

5-c] ^yy^-4-TS^7 5«(0.1 3 3«» 
1) £fiW$fe»* (mp : 1 78-18 2-0 kLX& 

40 fc. zcr>l> (nvyftX&mT- 9 (±«T<oia Or**. 
[0092] IR(KBr)cr':3330, 320 
0. 1640. 1530. 1080. 700 
'H-NMR (CDC Is) 8 (w») : 1.6 1 (2H. 
m) . 1.84 (2H.m) .2.13 (2H.m) . 2. 
20 (2H.m) . 2.38 ( 2H. t . J =6. 0Hz) . 
2.54 (2H. t, J=6.0Hz) . 2.74 (2H. 
m), 5. 48(1 H.s), 7.21-7.54(11 
H.m) . 7.51 ( 1 H.t. J = 7.7Hz) . 7.83 
( 1 H.d. J=8.4Hz) . 7.91 (lH.s). 7.9 

50 4 (lH.d.J=8.4Hz) . 8.68 (lH.br) 
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[0093] (mtW23) 

1 - T4- (T»'JJt>Tgy) r-g-JH -1 H->f 5^ 
'/f4.5- c1#/Uy-4-T£^l£ 
1 - < 4 -T 5 y/tA-) - 1 H-4 S *V [4 . 5 - 
c] 4r>">>>-4 -T5>-0.2 6 g (Iod!) S-N.N 
-S*X*-iW«/kfc7S K30«ltdB«L. 7*?y/H87 

( i. iobD am- o-y^^rsyro 

t/P) -3-Xf-/|/Xf^^'f S H • g&gO. 2 9 g 
£in*. ^ooifc/PATllIlStfc^oo;*;/^-.** 

y— * do: i v/v) T4mmmLt:. nmmi:it& 
*-cati»u (as (Naiso«) «ffrs«£e* 

U ^oosfcyl/A-^y-yP (10: 1— 8 : lv/ 
v) *ajH4H=J:D* 1 — [ 4 — ( T9 VlUT S y ) 7" 
*rtO -lH->f [4,5-c]*/y>-4- 
TS^90mg (0. 29 1 mmo 1 ) £S8&fe»* 
(mp : 17 6—1 78«C) t LTftfc. ;<0t»<0» 

[0094] I R (KBr) car 1 : 3 3 2 0, 320 
0. 1 640. 1530 

•H-NMR (CDC Is) (pp.) : 1.65 (211. 
m) . 2.04 (2H.m) . 3.40 (2H.q,J«6. 
7Hz) . 4.58 (2H. t. J=7.2Hz) . 5.50 

(2H.br). 5.52(lH.br). 5.65(1 
H.d. J = l 0.2Hz).6.03 ( 1 H. d d, J = 1 6. 
8. 10.4Hz). 6.27(lH.d.J = 17.0H 
z) . 7. 33 ( 1 H.t. J = 7.6Hz) , 7.5 3 (1 
H. t. J = 7.7Hz) , 7.83 (lH.s). 7.83 

(lH.d. J=8.6Hz) , 7.9 3 (1 H.d, J =8. 
4 Hz) 

[0095] (3Qt«24) 

1- T4- T T4- (S?7x=Jl,jth*2s) -1-tT^ 

V T4.5-C1 »y»Jv-4- r$^^ig 
i- [4 - (T^'j/i^rsy) rf-zio -ih->( 

V [4.5-c] ^fy'J>'-4-T5>'8 5^ (0.27 
5-nol) *JC*y-/iy7«lfc:»»U 4- (y'7i^ 
Xh*is) WJiS> mB&m8amg( 0.2 88mm 
I) &tf£K**-rhy»>A2 5«g (0.3 0 2«»l) £ 

an*.. immmsLLti. ^imtmaLxftk* . r» 

tfUt. ?ootf/kfc-.X^y— (5 0 : lv/v) jg 
SBKfl-fc: J: 0 BWft£ »«e*fcx— r/UT h 'J 
f-iW—MytnXU 1- [4- [ [4- (y7il 

/i^h*^) - 1 -e^y^'xro/xy-f/io rs yj 

-lH-^*r/[4,5-c]=f/ijy-4 
-TS^4 8«g (0.0 83 2ool) £afe»5fc (m 
P : 1 74-1 7 6<C) t LT&K. IOtW>IHK? 
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[0096] I R (KBr) <*-' : 3370. 310 
0. 2950. 1640. 1530. 1090. 75 
0. 705 

"H-NMR (CDC 1 3 ) a (ppi) : 1 .4 8 -.1.6 
3 (4H.m) . 1.77 (2H.m) . 2.01 (4H. 
■) . 2.30 (2H. t. J = 6.0Hz) . 2.44 (2 
H. t , J = 6. 0 Hz) .2.63 ( 2 H.m ) . 3128 
(2H.q, J = 6. 5Hz) . 3.37 (lH.m) . 4.5 
6 (2H, t, J = 7.2Hz) , 5.42(2H.bs). 
5.47(lH.s). 7.21-7.35 (1 1 H. 
m) . 7.51 ( 1 H. t . J = 7. 7Hz) . 7181 (1 
H.s ) . 7.8 2 ( 1 H.d. J = 8.0lb) . 7.9 2 
( 1 H.d. J=8.0Hz) . 8.58(lH,br) 

[0097] (mstm25) 

1 - T3- T T4- T (4-»nD7 I -^-) -7* -IV 
-lH->f S^V T4.5-c1 #y»J^-4 

l- [3- (r^u/prsy) yotr/i-] - i h->t s 

[4.5-c] *SV>-4-T$y50mg (0. 1 
6 9«»1) £x*y-;P5«liC*IKU 4- [ (4-? 

6 0w ( 0 . 1 7 8-o! ) a^lttSHc*^ h y »>A 1 6« 
8(0.18 6— ol ) SriniT 1 B ftaSSffi L*. *}§*| 

( 4 0 : 1 v/v) SttlB^tc J: "J B«fo$-*6*>. 
iftl-f^TMJtaU- h- LTnXU 1 - [3- 
[ [4- [ (4-?DD7i-)H 7i^^y] 

- 1 -wjs?>rra/is4nrl rsy] robp] - 

1 H-4 5rV [4.5-c] 3fy U>--4-T5>-4 
Oig (0.0669«ol) Sraft»* (mp : 1 7 0— 
1 72. 5*C) tUT^Jt. ^ ^ t (rXD^H^m^r— 9 

[0098] I R (KBr) cm ' : 3320, 320 
0. 2940. 1640. 1530. 1080 
•H-NMR (CDC 1 3 ) S (pp.) : 1.59 (2H. 
m) . 1.8 1 (2H.m) . 2. 1 3 (2 H.m) . 2. 
20 (2H.m) . 2.37 ( 2H. t. J =6. 0Hz) . 
2.54 (2H. t.J = 5.8Hz) . 2.72 (2H. 
m) , 3.3 7 (2H.q, J=6.4Hz) , 3.4 0 (1 
H.m) . 4.5 9 (2H.t.J = 7.0Hz) .5.43 
( 1 H.s) . 5.45 (2H.bs) . 7.2 3-7.3 
4 (10H. in). 7.51(1 H.t. J=7.6Hz) . 
7.8 3 ( 1 H.d. J=8.4Hz) . 7.9 1 ( 1H. 
s) . 7.94 ( lH.d. J=8.4Hz) . 8.59 (1 
H.b r) 

[0099] (mSW26) 

l - T3- (4-»poii ,r»y>f;i,y5y) -mtr 
;H -ih-4 f4 g -c1*y'j>-4-y 



25 

1 - ( -1H- f sr % /[4.5 
-c ] *VU>—4-T5>'0.24g ( laaol) £N. 
N-^f^ArS K3 0«lfc:SB5U 

Bfiro . 1 iai < i . lwi) &m - < s-^yf-zPT 

5 /rnt/l-) - 3 -x^tf^tfiM 5 H • 
0.29k < 1.5wl) £JD*.»C1 ttltffUS. K 

»£:fc«I*TiJfc» U tt& ( N ai SO# ) 8JET* 

hLTPKU 1 - T3- (4-;on^y'fA'7 
= y) rnt:^] - 1 h-4 srv [4.5-c] *J 

»J>—4-r5 V30ng (0.0867mo1) £S9Bfe 
*)T*>&. 

fOlOOl IR(KBr)cr':3330. 320 
0. 1 650. 1 530 

1 H — NMR (DMSO-ds) S («») : 1.91-2. 

04 <4H,m) . 2.26 ( 2H, t, J =7.4Hz) . 
3. 1 2 (2H,q. J = 6.2Hz) , 3.64<2H,t, 
J = 6.6Hz) . 4.59 (2H.t, J = 6.8Hz) , 6. 
58<2H.br). 7. 2 6 ( 1 H. t . J = 7. 4H 
z) . 7.45 ( 1 H.t. J = 7.8Hz) . 7.62 <1 
H.d, J=8.0Hz) , 8.03 (lH,d, J = 7.6H 
z) , 8.05 (lH.br) . 8.20 (lH.s) 

[0101] (mtW27) 

1- T3- T T4 - (-;7x-;Mh»^) - 1 - t^. 

'jyy^y^^l r$y 1 rotr/H - iH->f 
y r4.5-d 

l - [3- (4-?oo/wr*y>f/i/r$./) roe 

/!✓] -lH->f S^V [4.5-c] df-yUV-4-T 
SV2 5ag <0.072 2mol) . 4- (v'7i-^ 
h^^-) \Z^)W - *SBaS4 4«g (0.1 4 4— ol) 
at^BWrU«>A4 0Bg (0.28 9ml) SrN.N-S/ 
*+MM,*T± F3B14TT-. 1 0 O^CKJlflfcLT 8B$ 
IBfflOTUfc. KJBSfc:**:/!!!*.. ?DD*^t2@i 
JUL, «ai(Na2SO«)». «ffT8«t£S£L*:. 
^fcT^ST^A^ovh^^-fcrftU ?o 
O^/PA-^^y— /l^ (150: 1~70 : lv/v) jg 

f-il^-hLT, 1- [3- [ [4- (y7i^Mh 

A-] - 1 H-^S^V [4.5-c]#/'J>'-4-7 
5ag (0.0260wl) (mp : 1 

5 8— 1 6 2.51C) fcLTfcfc. 

[0102] IR(KBr)ci-' : 3200, 164 
0, 1 530. 1 070. 700 
1 H — NMR (CDCls) d (ppb) : 1.62 (2H. 
m). 1.77 (4 H.m). 2. 1 0 (2 H.m) . 2. 
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1 9 (2H.m) . 2.29 ( 2H. t. J = 7. 0Hz) . 
2.34 (2H. t. J=6.4Hz) . 2.69 (2H. 
m) . 3.35 (2H.q.J=6.5Hz) , 3.40 (1 
H.m) ; 4.58 (2H.t. J = 7.0Hz) . 5.45 
(2H.bs). 5.47UH.S). 7.19-7.3 
4 (1 lH.m) . 7.5 1 (lH.t. J=7.7Hz) . 
7.82 ( 1 H. t , J =8. 4Hz) . 7.92 ( 1 H. 
s) . 7.93 ( lH.d.J=8.2Hz) 
[0103] (3SM0<28) 

io 1 - T3- (5-»pp/K^y^7sy) roe 
; H -iH->f r4,5-c] *sy>-4-T 

1- (3-7Sy7nt)H -1H-4 S^V [4.5 
-c]#/'J>'-4-75y0.32g <1.33mdI) 
£N.N->?.X?-/Us|;/l^TS K40«lfcg«U 5- 
7nngf»0. 1 5.1 ( 1.4 6-oD mfl - (3- 

•«fflSB0.38g ( 1.9 9-oD $HD*.£a-ClKif 

20 DD*^i-^^y-* (10: lv/v) -C20ttaiL. 
tz. imm&*fB*rCimL. (NazSO«) 
***»ET»SUi. «fc£x-x/UT h 'J faU- 
M/C9VU 1- [3- (5-^onn^V^y-f^ 

rsy) rof/p] -iH—fsry [4.5-c] * 

yj^-4-TSVO. 1 6 g (0.4 4 5mol) £SH« 

[0104] IR(KBr)cr':34 7 0 . 3 2 9 
0. 1650. 1525. 1395 
30 1 H — NMR (DMSO-de) 0 (pp«) : 1.62 (2 
H.m). 1.70 (2H.m) . 2.00 (2H,t,J = 
7.0Hz) . 2.12 (2H.t. J=7.4Hz) , 3.12 
(2H.q. J = 6.3Hz) . 3.62 (2H. t. J = 6. 
2Hz) . 4.59 (2H. t. J = 6.9Hz) . 6.6 1 
(2H.bs) . 7.26 ( 1 H, t , J = 7. 6Hz) . 7. 
4 5 ( 1 H, t. J = 7.8Hz) . 7.63(lH.d.J = 
8.4Hz) . 7.9 8 ( lH.br) . 8.04 (lH.d. 
J=8.2Hz) . 8.2 1 ( lH.s) 
[0 105] (mm29) 
40 1 - T3- T T4- (y'7 J .-^h^y) -1 -bf^. 

jam r$yi 7oe^i - 1 n-4 g 

yy r4. 5-c 1 */'Jy-4-TS>CP-£fi£ 
1 - [3- ( 5 -^ooyl^>^y^/PT5 y ) me 
;U] -1H-4 5^/ [4.5-c ]#/yy-4-7 
S>50« (0. 1 3 9nol ) % 4- ( y'7iZ;M h 
*>-) e^Uv'>- |gtt<S4 2«g (0. 1 3 9m>l) & 
VKBWy>A5 8«g (0.41 7bk)I) fcN.N-^'.* 
f^.t.^A7S H 3-1 1 0 OXIferJUBftLT 7I3IS 

50 fc. *a«rr/P5r^5A^o-eh^97^-tcftL. 
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9nXi1blVJx-*9 J-1V (10 0: 1—70: 1 v/ 

v) m&m-tzx f)mmsim»b. «8&*»x-Tr^ 

Thyf-AU-hLTrffiL. 1- [3- [ [4- (i/ 

sy]rot/p] -lH—f srv [4.5-c]*y 

•J>'-4-r5>'20i8 (0.0338mol) 
5fE (mp : 1 5 2-1 54X:) t LXfitZ. Z<M><W) 

[0106] IR (KBr)ca-i : 3330. 320 

0. 2940. 1 640. 1530. 1070. 700 
•H-NMR (CDC I 3) a (pp.) : 1.50 (2H. 
m) . 1.64 (2H.«). 1.69 (2H.m) . 1.84 

(2H.m) . 2.08 (2H.m). 2.19 (2H. 
m) . 2.20 (2H. t. J = 7.4Hz) . 2.30 (2 
H.t, J=7.2Hz) . 2.70 (2H.m). 3.36 

(2H.q. J=6.5Hz) . 3.4 1 (1 H.m) .4.5 
7 (2H.t. J = 7.0Hz) . 5.45(2H.bs). 
5.49 (lH.s) , 5.94 ( 1 H.t. J=5.8H 
z) . 7.21-7.37 (1 lH.m) . 7.5 2 ( 1 H. 
t.J = 7.7Hz) . 7.83 ( lH.d. J=8.4Hz) . 
7.90(lH.s). 7.92 (1 H.d.J = 8.4Hz) 

[0107J (mtmso) 

1 - T3 - (6-yg^»y^rgy) yni- 
-!H->fgy>/f4.s- cl»y»jy-A-T 

1- ( -1 H-4 SrV [4.5 

-c] ^fy'Ji — 4 -TS>-0. 24 g ( lnol) £N. 
N-^'y-Hl^/u^TS K3 0«1£:B33U 6-rot 
*7t3>«0.2 1 g ( 1. laol) Xt/fl - (3-So< 

KB0.29g (1.5«k>1) frjn*. SBTllRflWfL 
fc. RiBafc:ft!S*&liniBH8x-?-/i,T2|iIttajL. £ 
« (Na»S04) ft. *ET*8«-e*U:. Sft£x 
— r/U$&fc*TMJf-A^-f.l/c£»8tU 1 - [ 3 

- (e-ro^ty-fA-rs/) rotr/io - 1 h 

-4 S^/[4.5-c] VJ^-4-7SX50« 
(0.12 Oool ) £RBfe»*fc LTfc*. C^OtO 

[0108] IR (KBr)ar' : 3330, 320 
0. 1540. 1540. 139 5 
1 H-NMR (DMSO-de) a (pp.) : 1.36 (2 
H.m). 1.52 (2 H.m). 1.70 (2 H.m). 
2.00 (2H.m). 2. 1 0 (2H,t.J = 7.0H 
z) . 3.11 (2H.m). 3.60 (2H. t. J=6. * 

VfrVfy^s^u—b (sp-20) 
5 % )*+>m4 vyatn, ( i pm ) 
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8Hz) . 4.59 (2H. t. J = 7.0Hz) . 6.56 
(2H.bs) . 7.2 5 ( 1 H. t. J = 7.4lte) . 7. 
4 4 ( 1 H, t. J = 7.4Hz) . 7.62 (lH,d.J = 
7.8Hz) . 7.9 5 ( lH.br) . 8.0 3 (lH.d. 
J=7.4Hz) . 8.20 ( lH.s) 
[0109] (3tttfl*31) 

i - T3- r T4- iv-y^-n,* -i 

i - [3- ( 6 - rDt^iry /pt s y ) rot 
-1H-- fs^v [4.5-c] #yu>-4-r 

S^4 5m (0. 1 OSuol ) . 4- (y'7iZ)M h 

*£✓) tr^yy> «i«a6 5«g(o.2i 

VKfflWry>A5 9« (0.430aal) &N.N-iSjt 
f-Zi^sfcTWATS K3«1«K 1 0 0X;(Ciie»LT8«3aK 
fPLfc. Rtf«fc*£jD£?on;fc/w»T20ittfSU 
«SS (Na t SO»)tt. «ffT*tt€-e*L/i. 

J*-**;—*, (15 0: 1—70: 1 v/v) 

-hLTSTRU 1- [3- [ [4- (k*7i-Wh 

=^i^) -l -t^y^^^y-f/n rsv] trot 

^] -lH->f S^V [4.5-c] t7yy-4-T 
SV28«g(0.04 6 2mol) «rflt»fe»* (mp : 

1 5 1 — 1 5 5^C) b. LT&t:. Zm><rxr>ft%St&T 

[0110] IR (KBr)cir 1 : 3330. 294 
0. 1630. 1540. 1070. 700 
•H-NMR (CDC la) & (pp.) : 1.3 1 (2H. 
m) . 1.48(2H.m), 1 .6 3 ( 2H.m) . 1. 
70 (2H.m) . 1.86 (2H.m) . 2.07 (2 
H.m). 2. 1 7 (2H. t. J = 7.6Hz) . 2.20 
(2H.m) . 2.27 ( 2H. t . J = 7. 6Hz) . 2.7 
1 (2H.m) . 3.37 ( 2H. q. J = 6. 5Hz) . 3. 
42 (lH.m) . 4.57 ( 2H. t. J =6.8Hz) . 
5.45(2H.bs). 5.50(lH.s). 5.62 
(lH.t.J=6.0Hz) . 7.21-7.37 (1 1H. 
m) . 7.5 3 ( 1 H, t. J =7. 7Hz) . 7.8 3 (1 
H.d.J = 8.4Hz) . 7.90 ( 1 H. s ) . 7.93 
(lH.d.J=8.2Hz) 
[0111] (HJt«3 2) 



30 



40 



0.2s 
2.0« 
0.4g 
7.4g 

[ 0 1 1 2 ] 8 OXXXteLiiVWs* y ^ U-»50» h ( S P - 2 0 > 2« (LffmMftO. 2 8 
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#*JWU:. ztuz* vx+y»4 vrot/p ( I p 

M) 0.4 gtrlaiKt*. HlfcHlSftSaW (SOT?) LT 
ts^tzQtZV-tVy 7. 4 gSrlni*. ttttfLSra'&SSB 

[01 1 3] UMB8W1) 

8 or:t3iiaiL«:>f vxt-t v >&5 gizmmm-4 9 

888 1 5tZgyBt0)yji£Z'-&&Ll,tz'( S^ftKO. 5 g 
«rto*«8¥»!WLfc. (8 0X:) LT 

fc^fcafeV-fcyw 9.5g£ftl£, SttLS^S 
iBttfilL*:. 

[0114] atmi2 ) 

o. l 2%v yfayvwm Urtsxwm) £*<ox 

[0115] <«ft0933> 
( 1 ) WBkhi£. 

ttfi3 0 0-6 0 0g*>tttt. Hart 1 ey»tJ« 

I s h i i t> (Naunyn-Schaiedebers's Arch. Pharaaco 
I.. 332.219-223. 1986) 0«H&3*l>t*»«:-S3g 

fc. m*it3 7X:G.m&Lt:&m6. (Krebs bicarbonat 
ejftrNaCl 1 18.1*. CaCh 2.5M.K 
HzPOt 1.2M, KC14.6*. MgSOi 1.0 
■M, NaHCOs 2 5*. glucose 1 1.1M, p 
H : 7. 6 5 ) £81*: Lfc 1 Oal^^Jf XS»«*»CS« 

u 9 5%ot. 5%cot<oa^x«-a»t«:. «* 

yxfi-t- (NEC San-ei.Type 451%A) gO/M 
EEJlTyy (NEC San-tsi.Type 1236) £*rl/t-f>- 
(RIKADENKI R-50) ±fcie»Lfc. 
[0 1 1 6 ] 1 B*fS! incubation LT*^bxy 

5^(1 0-*M) «rft^UTIR«RKS-#^. -I*l£K 

fc. »«Mk^i*j$-2o^HBigj«iSL. «iwt^«jtg-5-iir 

[0117] tx^ s >zMwt&i±&.m&m>i<tz . 4 5 
+*f (1— f yrf*-iH- f [4.5- 

c] =«ry l»^-4 -T5 V) . (BKy^xVt 

on* ( d m sow*?? x®a#?nwmwmi. 0 . 

1%) Lfc. 

[0 118] (2) IS* 

*/HE y MMMTOfc X9 S ^«tt£ 5 OKfPttrtlft 



30 



MfcftftnM* ( I Csoifi) ZWTcnm. 1 SQfe 
«22. 24. 27. 29fttf3 1 «HKMttS^7 x 

[01 19] 
[HI] 

SI 



10 





tttx^5 vfHB (I Cm) 




>10*M 




1. 5x lO"'M 


«H«2 2 


3. 4xlO"M 




4. Ox 1 O 'M 


Xttff2 7 


1.9xlO-'M 


£ttM2B 


3.4xlO-'M 


Wi«31 


2.2xlO-*M 



[0120] (mm34) 

tWMi4fl»<0Ba 1 b/cV>X («) SB*?WT 

20 (») j: omxLimw>m<tMBi<7mzttmiz#L 

tc. 

[0121] a>^-8UK»co^ 
0 . 9 h 1/ *?.Me»*2 0«lfcl^rt s »7 br 
— ( Deraatophagoi desptero ny ssi nus : International B 
iologicals. Inc. ;Lot.No. 14679) 1 gfrJSftHU 3 0«1 
<0** Xtf-y h£fFU *#T. 4 0 0 0-4 5 

0 0n»Wfc>''-MX*L*: (SBWrFWEi'-MX 

-MXLfc) . ^^>TXUfc»««:5 0nlOiSi3WS 
30 tZ&L* SfiT' 3 5 0 OnwT' 5 flffiBSS:^ \ ±S£ 
m<r>miKg£&LK (jS»A) . CO»ffi2El«0ig 
tikCiot. «»B, »iRCSr»^. »«* (RO 
*) T-Hra^L^S«fK (Z3fcl**(8:) : Seanless C 
eiiulose Tubinng) tC. ap«A. B. Ctr^il-efl^X 
U 4-CTO . 9 h 0 ^ATjcjgjftfcrStLT- 

SW^tf^^. i8«»T». *SA. B. C^^>- 
'*7ER&9y*7fe&*'y h (Protein assay Reagen 
t BCA Kit : PIERCE. Inc. ) TStfgU ^<r>mSf: 5 0 

o *t g/«i <o ^ w^^iR/gtc^s «fc dt:. 0.9 

1 5nl<75 / -KU7-DbP>f-A-7'tCl Onl-fo^HtL. 
[0122] ©Sn^&t^e 

wBtf&s««rr-«jH*»c4oa*> i ««aant^t, 

«0£-«f^iafc L/C. SftaiT>(y*?^- (-r/I^Ett 
») tfflkV "7^XC7)SHffl5^TlCC£O}SjftSr200^l«i 

*y>7B*j&c=nis^s-«oyi. 

50 [0123] SjS(itJllIS#2 1 B«KC. O. 9%fflfl: 
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[0124] QBusmtz&ismm&i&owz 

W&4 8*H3SK:SH*iKE3£J: 0 v>x$-®SLWSw 
6««rianH0. 7-*^Lfcffl#£«*>4>Clcsra:fr 
tc&*£«JBrU:. HJRLfc&»lil OJWf&Mrvy 
ya»)5(n-^y/<oi 5-iifi*®ffiffl) fcAftlB 

fcBBfflI2«±*-<02*»Tff->3t) . fiS*<0««<i^ 
(4 00(S) T. l«#lcs3fc9*>#»«S£ 

[oi 25] wa* (%) = { (g^a^-soifKaaa: 

ft) ) x 1 00 

[oi26)9»maeiiKOiai 

33SH3 20*ttkiJ: OfmLfc. 
(0 1 2 7]Oa^»4^£ 

(tt$tfi$& : Occlusive dressing technique* 

S2 



32 



(ODT) ) 

7"er<rH*#«tt-r— V (Johnson & Johnson KEDICAL IN 

10 *Lfc. S^*tt-E^fc0 5 0«gfcL. 
-A<ti£lT«>£ 5 trSfifflHJ: 0 3 BISBSft 
[0 1 28)Sa§i5B-£ISS (=gi©6ft) -SBSgB 

(ff30> 
[0129] (2) IS* 

2X4 S**K««. Hft«ft^«K02%tt». 0.1 

20 [ 0 1 3 0 ] 
[«2] 





*e 








3 


0.33±0.33 














s 


519.8±129.96 






5 


164. 0± 33.22 


7a 37 


Xttfl 2 2 Oftd* ( 2 Ktt*) 


5 


237. S± 53.76 


54.29 


0. 1 2X&VWt*9 


5 


261. 6± 50.64 


49.67 



[0131] 



S3 



* *[*3] 





PHB 








2 


12.00±3.00 




mrmm 

^-mb ■ _ , 








**tttW (cost) 


7 


371. 42± 71.03 




£*M 2 2 <Dft6« ( 2 Ktt*> 


5 


217. 40± 86.51 


41.46 


Xftff2 4®4t£« <2**«) 


S 


61.80± 1L94 


83.36 


2 7 ©<t£» ( 2 Xtt*) 


5 


235. 60± 97. 1! 


36.56 


«l«2 90ft&f (2KM) 


5 


362. 00± 97.71 


2.53 


Wt«3 1 Oft^* (2Xtt*) 


4 


169.75* 131. «( 


56. 99 



[0132] (HJS6W35) 

(i > 



*fS«!«4fi»OBa. I b/cWX («) W&tfVT 
m > «fc 0 MAL 1 &13<r>BUmt3<r)&tz$mizt* L 

*50 



(II 

33 

[o] 3 3 ) ©Sttfttfiae 

-.4 3(8), P1099.1994) . ~ttct>*>. imTlVf 
%V (OVA) 1 MSt?m<tT/U$.- 1 JJ*ytV' (aim) 4 

se(i2iiiB<o«^i o nmzx-y-iwmTiz 5 

MiOVA (20mD &MtZ&tomtLtl. 

moKZ&z+i&tmftz. 10 

[0 1 34 J ®2«ttS#HKJK<0»£ 

OVATaSae-Tit l^Bli: 24^ISI»tCtf-^i:^i 

[01 3 5]©aawa*;frfc 

(CMC ) (cSjSL. Sfi24KJfS]«?fc 29m&uz&n 

[0 1 36] »«*(%) - < (OVA£SBfe&4rt* 
COSWS^ -4iASfi»«S^-ff^5<7)flp^ ) /OVA 
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&*) ) X 1 00 

[ 0 1 3 7 j ( 2 ) em 

*4 tz*&M 9 . H»M 2 2tfXt£*li 3 2«g/kg<0t£ 

*RJB*tf>4 H J: *) t>tt<fMflfc. 
[0 138] 
[«4] 

*4 





ft4C 


MR 




K (X) 


**& 


«& 




Bw/kg if 


4 


0 


16.4 


XKM22 


ffiw/hc is 


4 


91.6 


100.0 


ttat/kc PC 


5 


2 8.6 


41.4 




lag/kc pc 


4 


23. 8 


64.4 



[0139] 



02)®m% mm 

^/iimj£«±aJ4'#Br#ypi5oo»tf> 
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